Ree'd PCT/fTO 0 ? JAN 7005 
10/520 9 01 



(l^ttMttBHrttM 

(43) SBS^BBH 
2004 *F1 M 15 B (15.01.2004) 




PCT 



(10) BR&BHM 
WO 2004/005511 Al 



(si) mt&mwm 7 : 

A6 IK 48/00, A61P 35/00 

(21) mfstmmm^: 

(22) BOBtBHB: 

(25) URgaiKDWlS: 

(26) m&'AMomm: 



C12N 15/09, 7/01// 



PCT/JP20O3/0O8573 



2003 $7fl7 0 (07.07.2003) 



(30) Sft*^-*: 

$#1112002- 198941 2002 $7^ 8 0 (08.07.2002) JP 

(71) mmX ±T0»SHIICOl*T;: || 

If <— ■ X ■ — |* jC^tt (KANSAI TECH- 
NOLOGY LICENSING ORGANIZATION CO., LTD.) 
[JP/JP]; =r 600-88 15 TBiE^g^SKH 
fflT9 3 #16 Kyoto (JP). 

(71) UMAfccbtf 

(72) §&m%: (FUJIWARA,Toshiyoshi) [JP/JP]; t 
703-8281 raOjRRgUjmKLU 3-5-3 O Okayama(JP). 
H4 3 JSS (TANAKA,Noriaki) [JP/JP]; T719-0252 HUj 
»^PSBII^fflr7 , v^4 3 3 2 3 5-1 Okayama (JP). 
K S (KYO^atoru) [JP/JP]; T921-8117 ^JH!R ^;Rrfi 
fKA^£ 19-2 0 Ishikawa (JP). 

(72) &wm ; &&zf 

(75) *W#/W«A r#Hlcoi*Tfl!)*;: 

(SfflRAKIYA,Yoshiko) [JP/JP]; =r 710-0803 Jt 



ftrfi tft66 3-20 ^J^>fa24 B-102 
Okayama (JP). J 1 1 Kg fit (KAWASHIMA,Takeshi) [JP/JP]; 

=F7oo-o9i4 raojii iaojrti ffieaBr i -4 8 itig 

1 4 0 2 Okayama (JP). 
(74) ftmXz =«[ 35— , ^(SAEGUSA^vii et al.); T 

541-0045 *BEtff *BEm**Eiltefflr 1-7-1 ft ft 

TNKlfjl/ Osaka (JP). 

(81) tl^ll (@Pty: AE, AG, AL, AM, AT, AU, AZ, BA, BB, 
BG, BR, BY, BZ, CA, CH, CN, CO, CR, CU, CZ, DE, DK, 
DM, DZ, EC, EE, ES, FI, GB, GD, GE, GH, GM, HR, HU, 
ID, IL, IN, IS, KE, KG, KR, KZ, LC, LK, LR, LS, LT, LU, 
LV, MA, MD, MG, MK, MN, MW, MX, MZ, NI, NO, NZ, 
OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, SG, SK, SL, 
SY, TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, 
YU, ZA, ZM, ZW. 

(84) Jt^D (&&): ARIPO *#|* (GH, GM, KE, LS, MW, MZ, 
SD, SL, SZ, TZ, UG, ZM, ZW), ZL— =y ->7t#fr (AM, 
AZ, BY, KG, KZ, MD, RU, TJ, TM), 3 — □ V/SftWt 
(AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR, GB, 
GR, HU, IE, IT, LU, MC, NL, PT, RO, SE, SI, SK, TR), 
OAPI ftp* (BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, 
ML, MR, NE, SN, TD, TG). 



^ (54) Title: TUMOR-LYSING VIRUS GROWING SELECTIVELY IN TUMOR CELLS 
IT) 

Jg (54) mmmf&iz&i*TMftmzmm?zm&l&&0'( jl* 

^ (57) Abstract: By using a telomerase promoter with a virus having a gene sequence containing an El gene (preferably El A gene), 
^ an IRES sequence and a sequence containing E1B gene and an anticancer agent with the use of this virus, the virus grows in tumor 
^ cells and thus exhibits an efficient anticancer effect. 



Q (57) TP> 7— tfCD^P^E — EliHc^, L < liElAjtfi^ IRES^JR ElBita^-£#t;IE 



WO 2004/005511 




T/JP2003/008573 



w m m 



5 mmw 
10 mmm 

15 ?^Vi 0 

ami&Tffck T-n^ 5— ^©sfttta^A^^tftm^n^vi ^ turn sntus. 

25 §^To ^ifJgtt^'T^X^^^-T^^bTViSElJt^^^, hTERT 
^Pt-^- ElAJte^ IRES SB^JR^EIB Jlfirf^S^ilKtA'fey h 

03ftt hM»0:tKlE^«^*^^ TRAD lfi»5&© ElARtKElB © 
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mRNA Rtf* >/^^7M(Om^mTo 
HI 4 b hffifflfcRtf]E'&nmz$itf2> TRAD IfiKftOlffiAiCiCtiii 

H5tt, k hlK3WI6RtfjE#*ffllfifc*>t* TRAD ££&«SJi&Ht&&H£& 
5 Coomassie brilliant blue fcioTSL Tc^-MT tb & . 

06 fck b haBWJfiUfettiEflWBIftKl^W'* TRAD ££&IBIJIW^i£&mMfc 

07 \Zs b h«lfflieER«iE«3»l|iate*W-* TRAD XTT 
10 . 08feJu ^-H-T^Xibhfl*0«H358^^fc^Ji?itftp53»{g^|i^ 

HI 9 KT^^R^t h;*d»SBBM6 SW620 SfflVife TRAD ©Jg&|*|J3 

15 BM22Mz£ 

ip-fe, #5&HJ«£rF©3S 1-10 KBIT*. 
20 1. bhrn^7-tWD ; E-^-^M<t!) 1 El fltW&^tf # 

2 . El Ifif^y^; >^j^ft*0 El »e^T*«5WflH^ 1 £faife©#U ;* 

3. b VJ-U*7-¥.07°U=E— ^-^hTERTT2fe§MIB^lX«2 tCfBifc© 
25 atfD^U^F. 

4. Elites, ElAfltfc^ IRES BBM&tf E1B 3H2^£ £ ©JEt^tmiH 

^ i~3 <D\,virnmzuwL<oi$ k„ 

5 . MI2^ l~4 ©W$»nj&>tefBffc©#U * * F£^W-f Jl/Xo 
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7. w^5X}*6\ztt < m<DV'( )iz&m#bj$ft£LT. aiwjfcff^snsa 

10 

*&m-is #< ©sfi<!!)«iiis*jfa^7- tfstt&^rr* t^s arnicas^ 
15 c<h^#i«[i-r^o 

20 DNAfc«fcH-rS*0JBat6rP (early : E) fctBWjte? (late : L) <Dt>?><D® 

25 Eljf^TO, E1A% ElB^e»fl|jEfc$n«eit^e>tlTV5S. E1A 

3t^fc«fcDn-K$ti«5 E1A *>/^Kfclu ^TW&CKJl^S&fc&S 
teMtfi^ (E1B, E2, E4 30 ©<E^&igtt<bt-S. 
ElBJt^?K:J;t)3-H$nSElB^>/^»«, UMISte? (L*^) 



WO 2004/005511 



:T/JP2003/008573 



4 



^s^^EirrsciiT, #<;p*<D*«&{earr3. ttVSm^^eia 
3te?;&tf eib 3te?©E?ufij\ -en^nOTos^ i r# 2 fc^f „ 

EiA»e?, ires la^ai* eib «e?££©mfc#i-3*>©, bp-^ iresse 
5 m & eia ate? i eib ate? t © m \zmx b & %> © & <gyrr s £ £ #w * u 

#»93©&m&3ij£L&5©T&ftfc& IRES mmt ElAjte?£©F^ IRES 
SB^Ji: EIB JlfirPiOM, ElA3te?©±»t£ElB ate?©T»EJ&> 

3^6aj4ns^<t'bi^rBiffc, 4>&< tfenso^^w^H^x^nT 
10 vixfe«ku. *»^©3»**3t«L»«©Tr*n«, eia ate?, ires 

ires BB?!I£«, tfri;i/^r>-r;i/X^-o^-r;^fc#M6<j?5:^>A^M^Pl 
D , 18S U tfy— A RNA (D 3'5fc^£teMi$&@B^&3fca& u 

<DV^)lX&m<D mRNA «C©@2^J^bTfiiR$n-5 di^^nTV^o 

IRES BB^J^ &©»tR8MK»Jfc< , mRNA ©3fc(f# £>T&3f ^ y ^KBfi*tt# 
Wfc^W^^K^j&tfffens. tot, *^-fJ^TH hhrn^7-f© 
ynt-^-tj; 0 EIA t IRES E#l©T«tte&S EIB ate?©W#a* 

20 SfcfclOBlRSnS. IRES1H^J§OT©@H?IJ3 

#5B?9fc*v>T, El *e?«, -e©±g!Efc:bb^n^7— if©^n^E 

p^^-tt, kNS^©y p p^-^-T^n^@^^«ps^$n^^^ * 

25 © <p T hTERT J&W£ b V>. 

hTERT ttkhfn^?- i?a*te^»**P-F-r5«e?T*0, ^© 5'* 
^©±§ft 1.4kbp ©««^»^<©li^H?«f^gB^I*«ffltS$tlTV^. ^©M 
WhTERT yn^r-^-T^^ <h%x. Sns**, +Tfe«WM&8Hj£©±SEi81 

bp ©ffi^*tr«©»e?»^ca^PTffi«T*5. 
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^•tP±^£378 bp !§.^©@E?IJ£ hTERT LT^fflT3 (D#W2; L 

£ © 378 bp @it<D@E?ij«, ^<^te^§^$j w 181 bp <du rmmm&om^ 
5 <hin#T^^ ci tfimmznx^Zo bTERT ©sh^j^otosh^j 4 ^-r, 

*^©fD^7- k'oya^E-^-^ EljtCT (ElA5t«\ IRES 31 

te^Rtf E1B m^&^-tr«^) ^wr^>»^«, s#©jte^x#w^ 

10 * V < &75V V^)VX<D El mfc^fims. bVi„ 

iirfc293JBJfe**>6BlA-S, E1A-AS> E1B-S> E1B-AS #£©7^ £/BV* 
T, RTPCR Rtf /X» DNA-PCR £frd £ t D E1A E1B fltfi 

^S^ffiT* £ t3^T#*. ^CJSCT TA 2 D-~>^<DJ; 5 
15 *fflV>TE?!l£WBLfc&» EcoRI <D&5fc'£%\<DmffiBMT" E1A&X£E1B <D 
DNA HtM-^^J D tBf d 

pIRES© «k -5 &£j£fl © ^ £ ^ - £ , 51 3?<9»e^I#W#& J: «9 ElA&tf 
ElB£JfAU ft'S^— mZElA-IBES-EWmm&i¥j&'T2>ZL£iPX''g2>o S A 
^X. MluL BglII^(D$iJPS#^T^t)mbfc:hTERT7 P D^:— ^-@B?U£, E1A 

(CMV) ^a^E-^-^Mfel, Nhel^OMH^JCfctl^O^^ 
phTERT-ElA-IRES -E IB «k X> ftJPSHfii Nbel & NotI T^J 0 fcH VfcE&il&ft 
ATZ>Z\ttfX%Z> (#£>nSfct>©£ TpSb-hAIBJ <hV^ 0 ) 0 
25 pSb-bAIB e> I-CeuL Pl-Scel ^©fMIKSSStecfc D &5&ffB#© (hTERT 7 
DqE _^_ ElAJt^^ IRESE^JR^ElBae^^tr) IB^CtHU 
Adeno-X Expression System (CLONTECH) ^ CD rfc fl£ (7) 3r y h£ffl^T 
Adeno-X Viral DNA ^<D^^ JVX 0) DNA fcffAf # C tj&JT^S 
TAdenoX-bAIBJ 
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±B<D hTERT ?U ^E— ^— , ElA^-fzrJ 1 , IRES SJ^JRtf E1B at^r?^tT 
5 AdenoX-hAIB ft Pad ^©^B©«!IIB»* K«fc D jft^fls 293 iitt#<2 

-tz>zL£Wx%%> (#snfc#-f;i/X£, ^mww^ x« itradj t 

• flSH\ SJI* ^S, IP*^tc*W-5JS^, BBM& 

&M<Dmm mmm. mum* *i>-y>m* mmu mm* m 
25 m#M* tf-B^wa^sn*.) r^tm^xmmMmtvxmwr^^ 
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&£*fpj#-r frxomz loe^io^PFu nm, #f£ v < & io^ioupfu mm 

(1) iEig(DfaMmxfe^u*?*-i£femm£A J £f£<, 7tV^k;u 

v-c frx&mmvrcm&\z\z, mm<Dmm\zmsT&r)mm.mm<tez>o 
20 (2) *»58<z)^-f;wxttiiiji«fi*wrs©*T?, mft<Dm&fr%tmvmte*>tiT 

(3) ^Hjo^-r;i/x^ig^j^^$n^-&T$)oTt>, ^^©51^©^ 

25 

ot, *»wft3et#b<R9i-r*fc8e>te:^fltf!i*#tf*3&«, t^STfe*^ 
*%w\zz\n%\zmfe^n&%<Dxm£.\<\ 
mmmi 

<TRAD Of^^> 
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293 ftlUfefr bfc RNA 6#S«y7^f V- (E1A-S : 5, E1A-AS : 
13?!) 6) fc/S^TRTPCRSfr^, 899 bp © ElAatfirPfcJIMibfc. 293 « 
a>£jft£nb&DNA i^H?- (E1B-S: MH^i7, E1B-AS : @B^J8) 
Wr DNA-PCR 1823 bp © ElB 3tte^£if *I L£o 

5 ^tl^tl© PCR £«&© TA Cloning (TA Cloning Kit Dual Promoter; 
Invitrogen) £fr^ ^X>X£iiigLfc^ fiflRSBft* EcoRI fc«fc 
899 bp (E1A), 1823 bp (ElB) © DNA Urit^^J D fcHbfco 

pIRES ^— (CLONTECH) © Mlul ^HffiMttC E1A Sail SMfcKl ElB 
^^•n^njIi^lRjfCjfAbfe (ElA-IRES-ElB)o 

io mmmm Miui ^ckcxBgin t-sj a m bfe 455 b P © htert -fu^—p—mw 

£, E1A-IRES-E1B © E1A ±ffi\Z&& Xhol SUIfcfc fcjf X U 

(phTERTElA-IRES-ElB) 0 . 

pShuttle — ^£tl£lM h^^nr>-r;U7, (CMV) :/D^E-^-£ 

ft9 Rg # & Mfel £5 «k IX Nhel IIiaDKQIt, * © B& & K: 
15 phTERT-ElA-IRES-E IB <£ D ill&BMl Nhel 33£l£ NotI 1?ty X) ffi Ufc 3828 bp 
©@B^J£3?Ab7c (pSh-hAIB)o 
pSh-hAIB X) I-Ceul * J;tKPl-SceI lC<fc D 4381 bp ©g3?U£ijr! D ffi 

Adeno-X Expression System (CLONTECH) CO Adeno-X Viral DNA \Z.W\ 
Vtz. (AdenoX-hAIB)o AdenoX-hAIB &Mm&m Pad llt«bfctv 293 
20 «BJiafcU>lfe*;W>'»>Afe*fflV>Xh9>X7a:^>'3>b, 

iTry^^X^IUfc (TRAD)o TRAD ©^0^81 1 fc^fo 

t MffiSfiHBflS (A549, H226Br, H1299), b h*JttK*fflfl& (SW620, DLD-1> 
25 LoVo) , t M^3eWM6ftHI& 293, SV40 AT^JBffc; Ufc k h Jfillf 

HUVEG t ME*««IS^imia (WI38, NHLF) CO 10 &g;©ffiUI&ft* £ RNAzol 
(Cinna/Biotecx) &ffiWT RNA £tt£iiU LightCycler LightCycler 
DNA TeloTAGGG Kit (Roche Molecular Biochemicals) &m U 7)V? <i A 
reverse transcription (RT) -PCR SrffV^ -etl^tlOiBI&tC^ttS 
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hTERT m.^'f^mu^ov^it^rco 2 \z^To 

mhmmU^)V<DM^ftA54:9m^ 1.0 tLXitm- &«h,A549,H226Br, 
H1299, SW620, DLD-1, LoVo tz£<DMMffi%X$ 293 *ffll&T?tt 0.18-1.00 © 

hTERT mfc^mmmzntc&, ^fmtvrc huvec mm.* wi38, nhlf 

< t b«fflfl^tXlE^fl&fc^*£, TRAD E1A SO? E1B © mRNA 

Rtf^ >/^SS©385!> 

fc bi^mmmm. SW620 Rtft MES^il^$fflJ^ WI38 £ in vitro TigHgU 
10 0.1 Xtf 1 MOI (multiplicity of infection) (DWiStV TRAD &Jfilte£ii\ 36 
mz. RNA £042 bfc. > Y U—)Vt. UT 293*£fflV>fco 

GeneAmp RNA PCR Core Kit RT SrfrV^ E1A J$0$ E1B 5t{g^fd 

2tf SfiJ^T GeneAmp PCR system 9700 thermal cycler (PE 

Applied Biosystems) fc«kD 80 1M#;p©Jf "HSfrsfc. PCR 1.2%T 

15 #d— x$*;u±T8c»u x^^A^nT^f HTSsfebxirffi'ffcUfc m 3A 

£_t2^) 0 A>H03ftK*-r^— fcTfll^b, GAPDH £F« 
n>hn— )V£VTfemfclsTt??74kVrc (0 3A©T) O 

t hlfcJHHWlia SW620 2&tf b ME^^S^J^ WI38 £ in vitro T!#*U 
0.1 1 MOI ©a^X TRAD 48 l$ISI£fctt*fflJI&£|HlJK, 

20 4>X 30 #Kj£31§:&&K:3iifcU ±i»©*>/^R»«&$||j£bfc. 12%#U 

5^ElAtrL#: (PharMingen International) £ffl^T#XX^ >:/o >y hfl?#T 
&fTofc„ 3B fc^cf . 

ffiHM&Tf&S SW620 £&l>Tte,TRAD ©JRSUCkOWSsWcgjlVi ElA3t£ 
25 (502 bp) > ElBttfc^P (543 bp) tllttf. IE^«T?S<2> WI38 

Ttt, ^ftSteilv>^d*^£nfc©^T&ofc (El3A)o M-3>bO-;|/© 

293 awns-era:, -tnaia wa©3sr*«i8«) enfe. 

^7XX^ >?U y h^Ttt, SW620 fc&^T 0.1 MOL 1 MOI £ TRAD © 
MfcftoT E1A *>/t£K©»3»JWf3§tl,fc(B 3B).-;SnWI38 Tte 1 MOI 
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(D TRAD *mmVT%, ElA*>rt&K<Df6m\Z£/u£1km'Zl3Li)^1to 
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<t hffiMM-RztjE'BMmiz$>rtz> trad mm^<Dmm^mmomn> 

tMMi (SW620S:^H1299) ifttfk ME#« (WI38 NHLF) 
5 TRAD £ 1 MOI 7? 2 37^1?^$ it, TRAD £^ttfg«l££3tT, frb^ 

i mi ©ig«fe??Ji£-e-fc 0 

^fC, mm<D^m^ Day 1. 2, 3> 5, 7 fclM ;UX£IeIiKU ^«J^^ffofe e 
10 IES*EJI&T? & § WI38 4 s NHLF 10 2 PFU <D TRAD ^ 3 B S 10^ PFU 

mmt ioo~iooo igomm&frznfc^ mmmx^^> sw62o^m299T« 
lo'-ios pfu 1 105-ioe &(Dmm&m® e>n, mmm^mm^-i 

5 



15 <t hMJIgcfeck^iE^ffli^tC*^^ TRAD ©ttif«1t> 

24 Vx.)UzfV- MC, 5 ®il©t hffiMM (SW620, H1299, A549, DLD-1, 
H226Br) £ 6-8X 10*m/Vx.)V, Rtf2ii0hhMl (WI38, NHLF) 
^2-4Xi04i@/r>a:;i/T^n^n^#,24BtP^^ TRAD ^0.01, 0.1, 1, 2, 
5 MOI T^^ii-fco B 96 Ptfltd, U^MTfc SW620, DLD-1, NHLF 

Coomassie brilliant blue T^-feL, 7.^^*3 — tT"7^ UM^^M D 

96 "^x^yi/- h \Z SW620, H1299 £ lO^B/Vx.^ NHLF £ 5X103^ 
/^x;i/rf£i§\ TRAD & 0 (^««), 0.01, 0.1, 1 MOI XTT 
25 T y iz-f l:T Day 1, 2, 3, 5, 7 t£»«£f^L-fco 4 ^aJkf^-e&iJ^U 
1.0 £ LT¥±^fi+/- SD CT^7 7fcVrcottl^ft<Dm%:*m 5, 

SW620, H1299, A549, DLD-1, H226Br ^ ^(D^fflJ^T^, TRAD 

tefrmzmmmmv, f<i$§ws'>LT^§0^ji^. wi38, 
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SW620, DLD-1 «DJja«yU—hODJg®^e>f!l^nTR^b 

u ltv>&**, nhlf Ttte^£#»sft^fcfi*&tt-r, 

5 *fflM©M^fcfS&£n&^ofc (0 6). 

SW620 43<ktf H1299 1 MOI © TRAD ©g&fefcl £ 0 3 Bl 

ioo%o«^m^$n, o.i moi Tfc 80%«±©«Biia^«^t|g8e)&nfc. 
^ntc^u nhlf 3 B^T ! fe(t^:^^micoDM^^>«^.e>nr, 7 bbk: 

fc* 1 MOI © TRAD T 60%@S©$ffl«(D{£T^m^^tlfe^\ 0.01 MOI Tfc* 

10 ±<^jV7,(omm\tuii^ft (0 7). 

^»J6 

^^•x^ffl^fc TRAD <D&imBfe&<D%m> 
5-6 HH^— Kv£*©lW&Tfc:b M$^«H358 * 5 X MP faj&Jg U 
5-6 mm feB#^T, p53 Jt^^^f^^iiJtttT^ 7 >M 

15 (Ad-p53) §1X108PFU> 3X108PFU> 1X10 9 PFU £^B 2 B 

fc^#^fcte75V^;k*^^— disi2 

5 - 6jI«S- h*^^X©#^Tfct h^M)SIIUieiSW620«5XlOBfi||MKU 
20 5 - 6 mm &R#j&T, 2X 10? PFU © dl312 ROC 4X 103 ppu CD 

TRAD £»B 3 HM»»l*i»»fjiAUfc 0 ^Kffi-S^£$J^U *i£jft*tt 
&JitWbfc'. ^^8M9i:^t. (Hrp\ Mock ttta>hp— ;pftjRU 
PBS (U>K««8D S&^bfc.) 

3X108 PFU, lXl09PFU©Ad-p63fi!#K:<kD H358 Jtt»©iiJi[ttW«fc (p 
25 < 0.05) jflJfjUj^tlfc. b*> U 1 X 108 PFU © Ad-p53 «!#Tfc*W£tfcJim$fW« 
B&Stlfcjftoifc (0 8). a> h □ -;!,© (U312 ©&^T«JK**i?iite£ 

ttM*S*M***&tlfe Ad-p53 «k0feffifcT4£»fln?&£ 4 x 103 PFU © 
TRAD ©M^t^C <fc fSi&feoT (p<0.05) SW620 ffij»©J|Wfij&*fflJ 
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WSnfc. 3 > h u-)V<D dl312 ©«-^TJA»»iilitt^:<j^»*n^ofc. 
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1 . h h-x-n* 9— tf©7 p o^-^-;&lWj:< t l ®<e> ei »^?&^tr# 

2 . El 3tfcWT-7V >>-r * 3fe<£> El l £fe*£<£>^ U * 

5 

3. h hfn^7- 1?©yaqE-^-d«hTERTT?*«i9^iX«2fc:IB«feO!) 

4. El«{5^^\ E1A»^J=\ IRESfiB^JR^ElB3t^?*C:oMlfc*&tr»* 
IB l~3 OVi-rn^icSH^©#U^^ Ho 

8 . w&m 5 x« 6 izmmw^ )vxxit*m$m i izmm^mm^m v^«© 

15 

9 . *J3§, Mr. AT, tfrSUiL m. ftft fl$ffik j&& • IMP, ¥LM> ^ 

20 mm 9 fciHio^im 
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SEQUENCE LISTING 



<110>KANSAI Technology Licensing Organization, Toshiyoshi FUIIWARA, Noriaki TANAKA, 
Satoru KYO 

<120> Oncolyis with Tumor-specific Replication-competent Virus 

<130> P03-75 

<150> JP2002-198941 

<151> 2002-07-08 

<160> 8 

<170> Patentln Ver. 2. 1 



<210> 1 
<211> 899 
<212> DNA 
<213> 293 cell 



<400> 1 

acaccgggac tgaaaatgag acatattatc tgccacggag gtgttattac cgaagaaatg 60 

gccgccagtc ttttggacca gctgatcgaa gaggtactgg ctgataatct tccacctcct 120 

agccattttg aaccacctac ccttcacgaa ctgtatgatt tagacgtgac ggcccccgaa 180 

gatcccaacg aggaggcggt ttcgcagatt tttcccgact ctgtaatgtt ggcggtgcag 240 

gaagggattg acttactcac ttttccgccg gcgcccggtt ctccggagcc gcctcacctt 300 

tcccggcagc ccgagcagcc ggagcagaga gccttgggtc cggtttctat gccaaacctt 360 

gtaccggagg tgatcgatct tacctgccac gaggctggct ttccacccag tgacgacgag 420 

gatgaagagg gtgaggagtt tgtgttagat tatgtggagc accccgggca cggttgcagg 480 

tcttgtcatt atcaccggag gaatacgggg gacccagata ttatgtgttc gctttgctat 540 

atgaggacct gtggcatgtt tgtctacagt cctgtgtctg aacctgagcc tgagcccgag 600 

ccagaaccgg agcctgcaag acctacccgc cgtcctaaaa tggcgcctgc tatcctgaga 660 

cgcccgacat cacctgtgtc tagagaatgc aatagtagta cggatagctg tgactccggt 720 
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ccttctaaca cacctcctga gatacacccg gtggtcccgc tgtgccccat taaaccagtt 780 

gccgtgagag ttggtgggcg tcgccaggct gtggaatgta tcgaggactt gcttaacgag 840 

cctgggcaac ctttggactt gagctgtaaa cgccccaggc cataaggtgt aaacctgtg 899 



<210> 2 
<211> 1823 
<212> DNA 
<213> 293 cell 



<400> 2 

ctgacctcat ggaggcttgg gagtgtttgg aagatttttc tgctgtgcgt aacttgctgg 60 

aacagagctc taacagtacc tcttggtttt ggaggtttct gtggggctca tcccaggcaa 120 

agttagtctg cagaattaag gaggattaca agtgggaatt tgaagagctt ttgaaatcct 180 

gtggtgagct gtttgattct ttgaatctgg gtcaccaggc gcttttccaa gagaaggtca 240 

tcaagacttt ggatttttcc acaccggggc gcgctgcggc tgctgttgct tttttgagtt 300 

ttataaagga taaatggagc gaagaaaccc atctgagcgg ggggtacctg ctggattttc 360 

tggccatgca tctgtggaga gcggttgtga gacacaagaa tcgcctgcta ctgttgtctt 420 

ccgtccgccc ggcgataata ccgacggagg agcagcagca gcagcaggag gaagccaggc 480 

ggcggcggca ggagcagagc ccatggaacc cgagagccgg cctggaccct cgggaatgaa 540 

tgttgtacag gtggctgaac tgtatccaga actgagacgc attttgacaa ttacagagga 600 

tgggcagggg ctaaaggggg taaagaggga gcggggggct tgtgaggcta cagaggaggc 660 

taggaatcta gcttttagct taatgaccag acaccgtcct gagtgtatta cttttcaaca 720 

gatcaaggat aattgcgcta atgagcttga tctgctggcg cagaagtatt ccatagagca 780 

gctgaccact tactggctgc agccagggga tgattttgag gaggctatta gggtatatgc 840 

aaaggtggca cttaggccag attgcaagta caagatcagc aaacttgtaa atatcaggaa 900 

ttgttgctac atttctgggaacggggccga ggtggagata gatacggagg atagggtggc 960 

ctttagatgt agcatgataa atatgtggcc gggggtgctt ggcatggacg gggtggttat 1020 

tatgaatgta aggtttactg gccccaattt tagcggtacg gttttcctgg ccaataccaa 1080 
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ccttatccta cacggtgtaa gcttctatgg gittaacaat 
cgatgtaagg gttcggggct gtgcctttta ctgctgctgg 
caaaagcagg gcttcaatta agaaatgcct ctttgaaagg 
tgagggtaac tccagggtgc gccacaatgt ggcctccgac 
gaaaagcgtg gctgtgatta agcataacat ggtatgtggc 
tcagatgctg acctgctcgg acggcaactg tcacctgctg 
ccactctcgc aaggcctggc cagtgtttga gcataacata 
tttgggtaac aggagggggg tgttcctacc ttaccaatgc 
attgcttgag cccgagagca tgtccaaggt gaacctgaac 
gaagatctgg aaggtgctga ggtacgatga gacccgcacc 
tggcggtaaa catattagga accagcctgt gatgctggat 
cgatcacttg gtgctggcct gcacccgcgc tgagtttggc 
ttgaggtact gaaatgtgtg ggc 
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acctgtgtgg aagcctggac 1140 

aagggggtgg tgtgtcgccc 1200 

tgtaccttgg gtatcctgtc 1260 

tgtggttgct tcatgctagt 1320 

aactgcgagg acagggcctc 1380 

aagaccattc acgtagccag 1440 

ctgacccgct gttccttgca 1500 

aatttgagtc acactaagat 1560 

ggggtgtttg acatgaccat 1620 

aggtgcagac cctgcgagtg 1680 

gtgaccgagg agctgaggcc 1740 

tctagcgatg aagatacaga 1800 

1823 



<210> 3 
<211> 605 
<212> DNA 
<213> 293 cell 



<400> 3 

tgcatctagg gcggccaatt ccgcccctct ccctcccccc cccctaacgt tactggccga 60 

agccgcttgg aataaggccg gtgtgcgttt gtctatatgt gattttccac catattgccg 120 

tcttttggca atgtgagggc ccggaaacct ggccctgtct tcttgacgag cattcctagg 180 

ggtctttccc ctctcgccaa aggaatgcaa ggtcigttga atgtcgtgaa ggaagcagtt 240 

cctctggaag cttcttgaag acaaacaacg tctgtagcga ccctttgcag gcagcggaac 300 

cccccacctg gcgacaggtg cctctgcggc caaaagccac gtgtataaga tacacctgca 360 

aaggcggcac aaccccagtg ccacgttgtg agttggatag ttgtggaaag agtcaaatgg 420 

ctctcctcaa gcgtattcaa caaggggctg aaggatgccc agaaggtacc ccattgtatg 480 
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ggatctgatc tggggcctcg gtgcacatgc tttacatgtg tttagtcgag gttaaaaaaa 540 
cgtctaggcc ccccgaacca cggggacgtg gttttccttt gaaaaacacg atgataagct 600 
tgcca 605 



<210> 4 
<211> 455 
<212> DNA 
<213> 293 cell 



<400> 4 

tggcccctcc ctcgggttac cccacagcct aggccgattc gacctctctc cgctggggcc 60 

ctcgctggcg tccctgcacc ctgggagcgc gagcggcgcg cgggcgggga agcgcggccc 120 

agacccccgg gtccgcccgg agcagctgcg ctgtcggggc caggccgggc tcccagtgga 180 

ttcgcgggca cagacgccca ggaccgcgct ccccacgtgg cggagggact ggggacccgg 240 

gcacccgtcc tgccccttca ccttccagct ccgcctcctc cgcgcggacc ccgccccgtc 300 

ccgacccctc ccgggtcccc ggcccagccc cctccgggcc ctcccagccc ctccccttcc 360 

tttccgcggc cccgccctct cctcgcggcg cgagtttcag gcagcgctgc gtcctgctgc 420 

gcacgtggga agccctggcc ccggccaccc ccgcg 455 



<210> 5 
<211> 20 
<212> DNA 
<213> 293 cell 



<400> 5 

acaccgggac tgaaaatgag 



20 
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<210> 6 
<211> 21 
<212> DNA 
<213> 293 cell 

<400> 6 

cacaggttta caccttatgg c 21 



<210> 7 
<211> 20 
<212> DNA 
<213> 293 cell 

<400> 7 

ctgacctcat ggaggcttgg 20 



<210> 8 
<211> 21 
<212> DNA 
<213> 293 cell 



<400> 8 

gcccacacat ttcagtacct c 



21 
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